Background: Artemisinin combination therapies (ACTs) are currently the preferred option for treating uncomplicated malaria. Dihydroartemisinin-piperaquine (DHA-PQP) is a promising fixed-dose ACT with limited information on its safety and efficacy in African children.
Introduction
Artemisinin-based combination therapies (ACTs) are highly efficacious and fast acting antimalarial medicines. The World Health Organization (WHO) recommends their use for treating uncomplicated malaria [1] . In Africa, their introduction on a wide scale began in 2003 and currently most African countries have adopted or are using ACTs as first or second line treatments, either artesunate-amodiaquine or artemether-lumefantrine (AL) [2] , available as co-formulations produced under GMP, though the former is also used as a co-blistered or non-co-formulated product. The co-formulation of dihydroartemisinin (DHA), the active metabolite of artemisinin derivatives, with piperaquine (PQP), a bisquinoline structurally close to chloroquine, seems to be a promising combination and a good alternative to AL, whose optimal use in the public health system is challenged by the twicedaily dosing scheme and the need for co-administration with fatty food [3] , necessary for improving the absorption of lumefantrine. DHA-PQP provides a simpler dosage scheme (a single daily dose over 3 days) than AL and is generally administered without specific food instructions, though recent data indicate that co-administration with fat (milk, biscuit, or other food) increases bio-availability of piperaquine and possibly efficacy [4] .
Several trials [5] [6] [7] [8] have assessed DHA-PQP safety, efficacy and effectiveness [9] , mostly in Asia, reporting an efficacy of about 90% over 28-63 days [8] . There is little information on the safety and efficacy of DHA-PQP in African children, as only a few singlecentre trials [10] [11] [12] [13] have been done in Africa. DHA-PQP is registered in several countries in Africa and South-East Asia and has been widely used in Vietnam or Cambodia, though these formulations are not manufactured according to internationally recognised GMP. In 2005, a public-private partnership programme funded by the Medicines for Malaria Venture (MMV) and led by the Italian Company Sigma-Tau I.F.R. SpA (Rome) in collaboration with the University of Oxford was set up to fill the gaps needed for the international registration of DHA-PQP. This included a phase III, randomized multicentre trial to test the noninferiority of DHA-PQP compared with AL in treating uncomplicated malaria in African children.
Methods
The protocol for this trial and supporting non-inferiority adapted [14] CONSORT checklist are available and annexed as supporting information; see Protocol S1 and Checklist S1.
Ethical Considerations and Patient Safety
The study protocol was approved by the Institutional Review Board of the Institute of Tropical Medicine, Antwerp, the Ethical Committee of the Antwerp University Hospital, the University of Heidelberg Ethics Committee and by the National Ethics Review Committee or Institutional Review Board at each trial site. The trial was conducted under the provisions of the Declaration of Helsinki and in accordance with Good Clinical Practices guidelines set up by the International Conference on Harmonization. A Study Steering Committee, a Data Monitoring Committee and a Clinical Development Committee were created prior to the beginning of the trial, and worked independently to harmonise and monitor the study. The trial was registered prior to the enrolment of the first patient in the Children 6-59 months old attending the health facilities with uncomplicated malaria were included in the study if they fulfilled the following inclusion criteria: body weight .5 kg; microscopically confirmed Plasmodium falciparum mono-infection with asexual parasite densities between 2,000 and 200,000/ml; fever (axillary temperature $37.5uC) or history of fever in the preceding 24 h. Patients were not recruited if they met at least one of the following exclusion criteria: severe malaria [15] , or other danger signs; acute malnutrition (weight for height ,70% of the median National Center for Health Statistics/WHO reference) or any other concomitant illness or underlying disease; contra-indication to receive the trial drugs or ongoing prophylaxis with drugs having antimalarial activity. Patients satisfying the inclusion/exclusion criteria were enrolled if the parent/ guardian signed a detailed written informed consent. Patients were individually randomised according to a 2:1 (DHA-PQP:AL) scheme, so as to have more patients in the DHA-PQP arm to provide better estimates for its cure rates and more cases for the integrated safety data base. A randomisation list stratified by country was generated by an independent off site contract research organisation (CRO), with each treatment allocation concealed in opaque sealed envelopes that were opened only after the patient's recruitment.
Both drugs were administered under direct supervision during 3 consecutive days, according to the patient's body weight. AL (Coartem TM , Novartis, Switzerland) was administered twice a day (at enrolment and at 8, 24, 36, 48 and 60 h) according to the following dosage: weight 5-14 kg: one tablet per dose; weight 15-24 kg: two tablets per dose; weight 25-34 kg: three tablets per dose. DHA-PQP (Eurartesim TM , Sigma-Tau, Italy) was given once daily, at the standard dosage of 2.25 mg/kg and 18 mg/kg per dose of DHA and PQP, respectively, rounded up to the nearest half tablet. To facilitate the correct dosing of DHA-PQP, two formulations were used (DHA 20 mg + PQP 160 mg and DHA 40 mg + PQP 320 mg). In case of vomiting, a full dose was repeated if this occurred within the first half an hour, or half a dose if it occurred between 30 minutes and 1 h. AL was administered concomitantly with milk (as recommended by the manufacturer) while for DHA-PQP no specific instructions regarding coadministration with food were given. For infants, drugs were crushed, mixed with water and administered as slurry.
Both patient allocation to the different analysis populations and assessment of the primary end-point were made by staff blinded to the treatment assignment and before availability of the PCR results.
Treatment Follow-Up, Clinical and Laboratory Procedures
All children were kept at the health facility for the 3-day dosing period. The mother/guardian was asked to return with the child for scheduled visits on days 7, 14, 21, 28, 35 and 42 posttreatment, or if any symptoms occurred. Field workers traced patients missing any visit. For each visit, a physical examination was performed by the study clinicians, vital signs were recorded, and axillary temperature measured with an electronic thermometer. Adverse events and serious adverse events were recorded and monitored throughout the study. A 12-lead electrocardiogram (ECG) was performed at enrolment and repeated on days 2 and 7 to assess any QT/QTc interval prolongation. Any ECG abnormality detected at enrolment requiring urgent management was considered an exclusion criterion. All ECG records were transmitted daily online to a central cardiologist (Paris, France) who interpreted them in a blinded manner, and feedback was sent to the sites as soon as available. The QTc interval (ms) was evaluated after correcting for the heart rate with Bazett's or Fridericia's formulae and classified according to the following categories: Normal ,430 ms; Borderline: 431-450 ms; Prolonged .450 ms.
The study was supervised by monthly monitoring visits. Rescue treatment for recurrent parasitaemia was according to local national guidelines. All participants, with the exception of those in Kilifi, received a free insecticide-treated bed net at recruitment.
Capillary or venous blood was taken at every visit. Thick and thin blood films were prepared, dried and Giemsa-stained, and parasite density estimated by counting the number of asexual parasites in 200 white blood cells (WBC), assuming a standard WBC count of 8,000/ml. Quality control was performed in blind conditions on 20% of all the slides at a central laboratory. Samples for haematology (full blood count) and biochemistry (liver and renal function) were taken at enrolment, at days 3, 28 and 42, and at any other visit if judged necessary by the clinician. For PCR analysis, three blood spots were collected on filter paper (Whatmann 3 MM) at enrolment and at any visit after day 7. Each filter paper was dried and individually stored in a plastic bag containing silica gel. All filter papers were subsequently transferred to the Institute of Tropical Medicine (Antwerp, Belgium) where centralised genotyping was conducted. Purification of DNA was conducted as previously described [16] . Three polymorphic genetic markers MSP1, MSP2 and GluRP were used to distinguish recrudescence from new infections [17, 18] . Recrudescence was defined as at least one identical allele for each of the three markers in the pre-treatment and post-treatment samples. New infections were diagnosed when all alleles for at least one of the markers differed between the two samples. All gels were re-read under blinded conditions by an independent expert (National Museum of Natural History, Paris, France). In addition, 20% of the filter papers were re-analysed and assessed by an independent laboratory (Shoklo Malaria Research Unit, Mae Sot, Thailand).
Outcome Classification
The primary endpoint was the PCR-corrected adequate clinical and parasitological response (ACPR) at day 28; secondary efficacy outcomes included PCR-corrected cure rates at days 14 and 42, PCR-uncorrected cure rates at days 14, 28 and 42; parasite and fever clearance times, presence and clearance of gametocytes, and haemoglobin (Hb) changes from baseline to day 28. All standard safety outcomes such as incidence of adverse events, changes from baseline on haematology and clinical chemistry parameters, ECG findings and vital sign variation during the study were also evaluated.
Treatment outcome was analysed in two ways. The first, based on a pre-defined (in the protocol) procedure further developed with the Data Monitoring and the Clinical Development Committees, complemented the WHO definitions (see below) with a set of rules allowing the evaluation of each individually randomised patient, e.g. patients having taken not-allowed antimalarial drugs or with halfway missing data such as blood parasitaemia (Table 2) . Such an approach was defined as primary because it was deemed in line with the requirements of the most stringent regulatory authorities. All cases not strictly matching the WHO definitions and/or the described procedure were reviewed individually at the data review meetings in blind conditions. The second approach, based on the standard definitions of early/late clinical and parasitological failure (World Health Organization) [19] , was used to allow comparison with previously published results. Accordingly, true treatment failure (TTF) was defined as the sum of the early and late (either LPF or LCF) treatment failures occurring until Day 13 (recrudescence by default) and the late treatment failures from Day 14 onwards classified as recrudescence by PCR analysis.
Statistical Analysis
Several populations were defined for the analysis and two of them (intention-to-treat, ITT, and enlarged per-protocol, ePP), despite not being the primary ones as defined by the protocol, are presented here on the basis of their comparability with the populations discussed in previous published studies, their clinical relevance and the fact that conclusions are similar on all considered populations. The ITT included all randomised patients having taken at least one dose of the study treatments. The ePP population included all randomised patients fulfilling the protocol eligibility criteria, having taken at least 80% of the study medication when not previously classified as early treatment failures, completing the day 28 assessment and having an evaluable PCR in case of recurrent parasitaemia. Table 2 provides details for patient classification in these two populations.
Primary efficacy analysis was based on a 97.5% (one-sided) confidence interval (CI) computed on the difference between the day 28 PCR-corrected cure rates (defined as in Table 2 ) of DHA-PQP and AL. To prove non-inferiority, the lower limit of this CI was to be within 25%, the pre-established non-inferiority margin. The Wald method (without continuity correction) was used to compute the CI, as this method was known to provide control of type I error around the nominal level for the 2:1 allocation, and also in the context of a hypothesis test of non-inferiority [20] . PCR-corrected and uncorrected cure rates at the other time points were assessed similarly. TTF was estimated with the Kaplan-Meier method as suggested by WHO, in the ePP population. Patients withdrawing the study, with a new infection, or with a non-interpretable or missing PCR were censored at the withdrawal or PCR sampling time.
Survival analysis was applied also to the new infections. In this case censoring was applied to recrudescences.
Cure rates were also stratified by country and age (age groups: #12 months; .12 months), though the study was not powered for proving efficacy within each country or age group. The BreslowDay test, or logistic regression when the former was not applicable, was used to assess homogeneity across countries and age groups. For exploratory testing, categorical variables were compared using x 2 or Fisher's exact test, and continuous variables using the Student t-test for independent samples.
Rates of person-gametocyte-weeks for measuring gametocyte carriage and transmission potential were calculated as the number of weeks in which blood slides were positive for gametocytes divided by the total number of follow-up weeks and expressed per 1,000 person-weeks.
All safety variables were analysed in the ITT population.
Sample Size Calculation
This study was designed as a non-inferiority trial. Assuming 80% statistical power, a one-sided a level of 2.5%, and adopting an unequal 2:1 randomisation ratio, 1,500 patients (1000 DHA-PQP, 500 AL) were needed to show that the difference of the day 28 PCR-corrected cure rates between DHA-PQP and AL was within 25%, assuming a response rate for AL of at least 92%.
Results

Trial Profile and Baseline Characteristics
Overall, 2,001 patients were screened, and 1,553 recruited and randomised to receive the study drugs (1,039 DHA-PQP and 514 AL) (Figure 1 ). Five patients were excluded from all analyses: one child in each treatment group who did not receive any treatment and three children in the AL group who were recruited twice (only data for the first recruitment were retained). A total of 1,548 patients were considered for the ITT population and the safety analysis, and the ePP population consisted of 1,425 patients. The attrition rate of the ePP population as compared to the ITT was approximately 8% and was due to lost-to-follow-up (,2%) or major protocol violations (,6%). These proportions were equally distributed between treatments (data not shown).
Randomisation generated comparable groups between countries and overall (Table 3) .
Efficacy Results
DHA-PQP was as efficacious as AL. The day 28 PCR-corrected cure rate was 90.4% (ITT) and 94.7% (ePP) in the DHA-PQP group, 
Step Event to be assessed ePP ITT and 90.0% (ITT) and 95.3% (ePP) in the AL group (ITT: p = 0.820; ePP: p = 0.650). The lower limits of the one-sided 97.5% CIs on the differences between the two treatments were 22.80% and 22.96%, in the ITT and ePP populations, respectively (Table 4 and Figure 2 ). The analyses in the other populations and all sensitivity analyses confirmed the robustness of these results. The day 42 PCR-corrected cure rates were lower than those at day 28 but similar for the two treatments for the ITT population (Table 4 ). However, the lower limit of the one-sided 97.5% CI on the cure rate difference for the ePP population was 25.29%, a value slightly below the pre-established non-inferiority margin (Table 4 and Figure 2 ). The details of the classification of patients for the PCR-corrected response both in the ITT and ePP populations are presented in Table 4 for both the analyses at day 28 and day 42. The percentage of recrudescent infections and new infections, as detected by PCR at or before day 28, was lower in the DHA-PQP group with respect to the AL group, while there were more withdrawals and/or treatment failures at or before day 14 in the DHA-PQP group compared with the AL group (Table 4) . At day 42, the findings were similar with slightly more recrudescent infections in the DHA-PQP group.
The day 28 PCR-corrected cure rates in infants (6-11 monthsold) were similar to those in older children and above 90% in both treatment groups (ITT: DHA-PQP 90.70%, AL 92.65%, p = 0.643, 97.5% CI.29.92%).
The uncorrected cure rates were significantly higher in the DHA-PQP group, both at day 28 (Figure 3) . Similar results were obtained in the ePP population (data not shown).
When the day 28 PCR-corrected cure rates were analysed by country, the heterogeneity test was borderline significant at the 10% level only in the ePP population (ITT: p = 0.324; ePP: p = 0.082), suggesting some minor differences among sites (Figure 2) . However, the CIs adjusted by country were almost identical to the unadjusted ones (data not shown). At day 42, the heterogeneity test was not statistically significant in either the ITT or the ePP populations (ITT: p = 0.582; ePP: p = 0.703). Heterogeneity across countries was more marked for the uncorrected cure rates at day 28 (ITT and ePP: p,0.001), while at day 42 the heterogeneity test was borderline significant only in the ePP population (ITT: p = 0.186; ePP: p = 0.051). However, with the exception of Kenya, such differences on the uncorrected cure rates were of a quantitative type, i.e. rather in the size of the treatment effect across countries, not in its direction, always favouring DHA-PQP.
When considering the WHO standard definition of TTF, the two treatment groups were similar at day 28 Parasite clearance was rapid in both treatment groups (KaplanMeier estimate of median time was 2 days in each group, in both populations). About 60% of patients had fever at baseline while at day 2 more than 97% of patients were afebrile in both treatment groups. Gametocyte prevalence at recruitment was similar in both study arms (ITT: DHA-PQP 11.75%; AL 12.94%, p = 0.501; ePP: DHA-PQP 11.55%; AL 13.36%, p = 0.326). However, gametocyte carriage measured as rate of person-gametocyte-weeks was significantly higher in the DHA-PQP group than in the AL group, both for the ITT (DHA-PQP: 43.97/1,000; AL: 21.43/1,000; p = 0.005) and the ePP (DHA-PQP: 42.65/1,000; AL: 21.23/ 1,000; p = 0.006) populations. Haemoglobin changes from baseline to day 28 were comparable between treatment groups (data not shown) while the change from baseline to the last available data was significantly higher in the DHA-PQP group than in the AL group (ITT: 17. 
Safety Results
Both DHA-PQP and AL were well tolerated with the majority of adverse events of mild or moderate severity, and consistent with symptoms attributable to malaria (Table 5 ). There were no significant differences in the occurrence of events, including serious adverse events. Gastrointestinal tolerability of both drugs was similar (DHA-PQP: 207/1038, 19.9%; AL: 92/510, 18.0%), with the majority of events being mild. Cutaneous adverse events were infrequent, and mainly involved minor dermatitis or rash (DHA-PQP: 70/1038, 6.7%; AL: 29/510, 5.7%). Three patients developed urticaria (one (0.1%) in the DHA-PQP group and two (0.4%) in the AL group) and three more developed mild hypersensitivity (two (0.2%) in the DHA-PQP group and one (0.2%) in the AL group). None of them required hospitalization. Occurrence of laboratory AEs, e.g. neutropenia (DHA-PQP: 18/ 1038, 1.7%; AL: 12/510, 2.4%) and altered liver enzymes (ALT) (DHA-PQP: 20/1038, 1.9%; AL: 19/510, 3.7%), was similar between the two treatment groups.
ECG was performed in more than 98% of patients at day 0 and day 2, always before the administration of the treatment (96% of patients had ECG also at day 7). In the DHA-PQP group, the proportion of patients with borderline (29.1%) and prolonged (9.1%) QTc interval at day 2 corrected by the Bazett's method was higher than in the AL group (19.8% and 6.9%) (p,0.001). However, this was not confirmed when applying the Fridericia's correction as the corresponding proportions were 1.0% and 0.2% in the DHA-PQP group and 1.2% and 0.2% in the AL group (p = 0.76). In addition, a $60 ms increase of the QTc interval between day 0 and day 2 (Bazett's correction) was observed in just 2.7% (DHA-PQP) and 2.0% (AL) patients; only two patients per group showed a QTc at day 2 higher than 500 ms. When considering the occurrence of the AE ''Electrocardiogram QT prolonged'', similar percentages (DHA-PQP: 26/1038, 2.5%; AL: 13/510, 2.6%) were observed in the two treatment groups (Table 5) .
No other difference between groups was observed during the follow up (data not shown).
Two deaths (one per group) occurred during the study. In Uganda, a 3 year-old girl died 24 h after commencing treatment with DHA-PQP. Sepsis or severe malaria was considered by the investigating clinician as the most likely cause. In Mozambique, an 18 month-old girl died 7 h after the first dose of AL. Severe malaria was considered the most likely cause of death, although other aetiologies such as sepsis, hypoglycaemia, heart conditions or bronco-aspiration could not be excluded. No autopsy could be performed in these two children and a causal relationship with the treatment could not be ruled out.
Discussion
The fulfilment of the non-inferiority criterion on all analysis populations and the confirmation that in this study the comparator treatment had the expected efficacy [12, 21] proved that DHA-PQP is non inferior to AL in treating African children aged 6-59 months with uncomplicated malaria. The two treatments had similar safety profiles. Our study confirms the results of previous trials in Asia [8] and Africa [10] [11] [12] [13] that found DHA-PQP to be as effective as other ACTs, including AL. A recent study in Papua New Guinea (PNG) reported a significantly higher cure rate (adequate clinical and parasitological response) in children treated with AL as compared to DHA-PQP [7] . The reasons for such discordant results are unclear though the authors mention the cross-resistance between chloroquine and PQP. However, PQP, though structurally related to chloroquine, has been shown to be effective in vitro against chloroquine-resistant strains [8, 22] . In addition, it has been suggested that the lower-than-expected DHA-PQP efficacy reported in PNG may be due to administration of the treatment without any food [4] . Indeed, PQP is highly lipid-soluble and its oral bioavailability is enhanced when given with food [23, 24] , though an additional study in Vietnamese healthy volunteers reports no influence of food intake (standardised Vietnamese meal) on PQP pharmacokinetics [25] . The issue on whether to recommend the administration of DHA-PQP with a biscuit or a glass of milk remains unanswered. Though co-administration with food may improve the drug's bioavailability, it is unclear whether this will translate in a higher efficacy. In our study, DHA-PQP was given without specific instructions regarding co-administration with food but its efficacy at day 42 was over 90%, similar to that reported in a study carried out in Uganda [10] but lower than in two other African studies [12, 13] . Moreover, no clinically relevant heterogeneity was shown across the five African countries despite the high chloroquine resistance previously reported from most study sites [26] . When taking into account all recurrent infections observed during the follow up period, i.e., without the PCR correction, the cure rates for DHA-PQP were significantly better than AL, indicating a better posttreatment prophylaxis (PTP) than AL [27] and confirming that chloroquine resistance did not interfere with DHA-PQP efficacy. The significantly higher Hb change from baseline to the last available data in the DHA-PQP group is in line with this observation. Therefore, the longer PQP's elimination half-life (about 20 days) as compared to lumefantrine (4-10 days), provides a longer PTP, prevents the emergence of new infections and improves the patient's haematological recovery, despite a significant chloroquine resistance background. While this is clearly an advantage for the individual, at the population level, it may increase the risk of selecting resistant parasites among the new infection [28] and stress the need of matching the large scale deployment of DHA-PQP with the careful monitoring of resistance [29] .
One hundred twenty nine infants aged 6-11 months treated with DHA-PQP responded as well to treatment as older children, though the study was not powered to confirm non-inferiority between the two treatment groups. Infants represent a special group as they are more at risk of malaria and of receiving inadequate doses of antimalarial treatments. In Papua, Indonesia, the PQP plasma concentration at day 7 was the major determinant of the therapeutic response to DHA-PQP [30] . The best cut-off for the day 7 PQP concentration predicting any treatment failure was 30 ng/ml and children had a higher risk of having lower levels [31] . Similarly, in PNG, a trend toward a lower risk of treatment failure (PCR uncorrected) and plasma PQP levels at day 7 has been reported [7] , suggesting that an increase of the weight-adjusted dosage in children may be required. In our study, preliminary results on predictors of treatment failure seem to confirm the need of reviewing and possibly increasing the weight-adjusted dosage for children.
Patients treated with DHA-PQP had a significantly higher rate of person-gametocyte-weeks compared with those having received AL. This contrasts with a previous study in Papua, Indonesia, which showed no difference in gametocyte carriage between DHA-PQP and AL [30] , but is in line with comparisons between DHA-PQP and mefloquine-artesunate, where a higher production of gametocytes in patients treated with DHA-PQP was observed [5, 9] . Such an effect has been attributed to the lower dose of artemisinin derivative used in the DHA-PQP. Gametocytaemia is a proxy measure of transmission potential and the increased gametocyte production related to DHA-PQP use may be a public health disadvantage that should be nevertheless balanced against a better PTP, particularly useful in areas of intense transmission.
Dihydroartemisinin-piperaquine was well tolerated, with few adverse events of clinical relevance. A higher frequency of abdominal pain and diarrhoea has previously been reported for DHA-PQP compared with mefloquine-artesunate [8] but this disadvantage of DHA-PQP was not observed in this trial where the comparator treatment was AL. The statistical significant difference in the QTc interval at day 2 was observed only when applying Bazett's but not Fridericia's correction. This was not considered as clinical relevant because of the discrepant results obtained with the 2 methods and because both the proportions of patients with a QTc prolongation between day 0 and 2 higher than 60 ms or with an absolute QTc value greater than 500 ms were extremely low and balanced between groups. Therefore, considering that no cardiovascular AEs were reported, this study adds to the evidence [8] that, at therapeutic doses, DHA-PQP and AL do not have any clinically significant cardiotoxicity.
It has also been previously reported that the only potentially serious adverse effects of artemisinin derivatives are rare type 1 hypersensitivity reactions [8, 32] . However, no evidence of moderate or severe adverse reactions of this kind was observed in the current study and this was despite the larger sample size compared with other published studies in which the number of patients recruited for each arm did not exceed a few hundred. Indeed, it is reassuring that no major safety problem has been observed in more than 1,000 children treated with DHA-PQP. Nevertheless, such a sample size is unable to detect rare and unexpected serious adverse events and the development of a pharmacovigilance system should be a priority, not only for DHA-PQP but also for all other ACTs. African countries should be encouraged, as the use of ACTs increases, to establish pharmacovigilance systems [29] and drug developers and funding agencies should contribute to their development.
In conclusion, DHA-PQP is a safe, efficacious, tolerable and affordable new antimalarial treatment option in Africa. Its longer PTP period may be particularly useful in areas where transmission is intense, though it may exert an important drug pressure on the parasite populations, possibly selecting resistant strains. The deployment of several ACTs as multiple first line treatments may overcome this problem. Indeed, assuming that different treatments are used in equal amounts in the host population, the use of multiple first line therapies would have two main benefits, i.e. the inability of the parasite to adapt to a variable environment and the reduced drug pressure as the rate at which a given treatment is used would be lower than if it was the only one available [33] . DHA-PQP can definitely play an essential role in our effort to reduce the currently high malaria burden.
Supporting Information
Protocol S1 
